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TOM TAT

Dt vin dé: Ung thu vii a bénh 1y dc tinh phé bién nhat va la mét trong nhitng nguyén nhan
hang dau gady tir vong do ung thu ¢ phu nit trén toan thé gidi. Khoang 70-80% tru’ang hop dwong
tinh véi thy thé ngi tiet va liéu phap ngi tiét van la nén tang trong diéu tri ung thuw vii tdi phat, di can
o thu, the noi tiét dwong tinh. Muc tiéu nghién cieu: Mo ta ddic dzem lam sang, can lam sang va
mét s6 yéu té lién quan ung thu vi tdi phdt, di can cé thu thé néi tiét dwong tinh. Péi twong va
phwong phdp nghién ciru: Bdo cdo loat ca bénh véi 22 bénh nhdn dwoc chan dodn ung thie vii tdi
phat, di can c6 thu thé ndi tiét dwong tinh tai Bénh vién Ung budu thanh phé Can Tho tir thing
07/2024 — thang 01/2026. Két qua: bBo tuéi trung binh trong nghién ciu la 51,86 + 10,80, trong do
da s6 dudi 60 tuéi (77 3%). Tién sir gia dinh mdc ung thuw vii chiém 18,2%. Ly do nhdp vién thua’ng
gdp lan lwot 1a u vii (40,9%), dau nhirc (36,4%) va khé tho (22,7%). Phan I6n bénh nhin co chi so
CA 15 — 3 tang (95,5%). Chi s6 phén bao Ki-67 >15% chiém 90,9%. Bénh nhdan <60 tuéi cé ty 1é
di can tang cao hon nhém > 60 tuéi (88,2% so véi 20%), méi lién quan cé y nghia thong ké (OR =
10,67, KTC 95%:1,472-77,277; p = 0,009). Két lu@n: Phan lén bénh nhdn ung thu vii tdi phat, di
can cé thu thé néi tiét duong tinh co chi 56 CA 15-3 tang, goiy dac diém sinh hoc u hoat dong manh
va tuéi didi 60 c6 thé la lién quan véi tinh trang di can tang.

Tir khoa: Ung thu vu, thu thé néi tiét, di can.

ABSTRACT

CLINICAL AND PARACLINICAL FEATURES AND ASSOCIATED
FACTORS IN PATIENTS WITH RECURRENT OR METASTATIC
HORMONE RECEPTOR-POSITIVE BREAST CANCER
Vo Cao Chien, Nguyen Hong Phong"
Can Tho University of Medicine and Pharmacy

Background: Breast cancer is the most common malignancy and one of the leading causes of
cancer-related mortality among women worldwide. Approximately 70—80% of cases are hormone
receptor—positive, and endocrine therapy remains the cornerstone of treatment for recurrent and
metastatic hormone receptor—positive breast cancer. Objectives: To describe the clinical and
paraclinical features and identify selected associated factors in patients with recurrent and metastatic
hormone receptor—positive breast cancer. Materials and methods: A case series of 22 patients
diagnosed with recurrent and metastatic hormone receptor—positive breast cancer at Can Tho
Oncology Hospital from July 2024 to January 2026. Results: The mean age was 51.86 = 10.80 years,
with the majority of patients aged <60 years (77.3%). A family history of breast cancer was reported
in 18.2% of patients. The most common reasons for admission were breast mass (40.9%), pain (36.4%),
and dyspnea (22.7%). Most patients had elevated CA 15— 3 levels (95.5%). The Ki-67 index >15% was
observed in 90.9% of cases. Patients aged < 60 years had a higher rate of visceral metastasis than
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those aged > 60 years (88.2% vs. 20.0%), with a statistically significant association (OR = 10.67, 95%

CI: 1.472-77.277; p = 0.009). Conclusions: Most patients with recurrent and metastatic hormone

receptor—positive breast cancer had elevated CA 15 — 3 levels, suggesting high tumor biological

activity, and age under 60 years may be associated with an increased risk of visceral metastasis.
Keywords: Breast cancer, hormone receptor, metastatic.

I. PAT VAN PE

Ung thu vi 1a bénh 1y 4c tinh phd bién nhat va 1a mot trong nhitng nguyén nhan hang
dau gay tir vong do ung thu ¢ phy nir trén toan thé gi6i. Theo GLOBOCAN 2022, trén toan
thé gidi co gan 2,3 triéu truong hop méic méi, chiém 23,8% trong tong sb tit ca cac loai ung
thu ¢ nir gidi [1]. Trong s6 bénh nhan ung thu va, khoang 70-80% tru’orng hop duong tinh

v6i thuy thé noi tiét. Mac du phan 16n bénh nhan duoc chan doan & giai doan sém va diéu tri
da mo thirc, van c6 khoang 40% trudng hop tién trién tai phat hodc di cin xa sau diéu tri
ban dau [2]. Khi bénh da tai phat, di can, myc tiéu diéu tri chuyen sang kiém soat bénh lau
dai, cdi thién thoi g1an song con va duy tri chit luong cude song; méc du da co nhiéu tién
bo trong li€u phap nodi tiét, tuy nhién tinh trang khang noi tiét nguyén phat hodc thir phat
van la thach thirc 16n [3]. Theo phan tich gdép cua Early Breast Cancer Trialists'
Collaborative Group cong bd trén The New England Journal of Medicine (2017), nguy co
tai phat & nhom ung thu v thy thé ndi tiét duong tinh c6 thé kéo dai lién tuc trong it nhét
20 ndm sau chan doan ban dau [4]. Ung thu va tai phat, di can co thu thé ndi tiét duong tinh
14 mdt bénh canh khong dong nhét, chiu anh hudng béi nhiéu yéu t nhu tudi, tién sir gia
dinh méc ung thu v va dic diém mé bénh hoc ban dau, vi tri di can, tinh trang khang noi
tiét cting nhu cac phuong phap diéu tri truge do [S]. Vi vay, viée nhan dién cac dédc diém
lam sang, can 1am sang ciing nhu cac yéu td lién quan & nhom bénh nhan nay ¢ y nghia
quan trong trong lya chon va t6i uu hoa diéu tri. Bén canh do, dit lidu vé dac diém ung thu
vu tai phat, di can c6 thy thé noi tiét duwong tinh tai khu vue Pdng bang song Ciru Long con
han ché. Xuat phét tir thuc té trén, nghién ctru ndy duoc tién hanh voi muc tiéu: M6 ta dac
diém lam  sang, cén lam sang va mot sO yéu t6 lién quan ung thu vi1 tai phat, di can c6 thy
thé noi tiét duong tinh.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pdi twong nghién ciru

T4t ca bénh nhan dugc chan doan xac dinh ung thu vu téai phat, di can diéu tri tai
Bénh vién Ung Budu thanh phd Can Tho tir thang 07/2024 — thang 01/2026.

- Tiéu chuan chgn mau: Bénh nhan c6 két qua md bénh hoc 1a ung thu biéu mo
tuyén vu va két qua hoa mo mien dich thy thé ndi tiét (ER — thu thé estrogen) duong tinh.
Chi s toan trang ECOG 0 — 3. Bénh nhan dong y tham gia nghién ctru.

- Tiéu chuan loai trir: Bénh nhan c¢6 chong chi dinh véi thuoc ndi tiet. Bénh nhan
mac ung thu khac hodc bénh 1y toan than nang anh hudng dén toan trang.

2.2. Phuwong phap nghién ciru

- Thiét ké nghién ciru: Bio c4o loat ca bénh.

- Cé miu: Cl}on mau thuén tién, lay tat ca bénh nhan thoa tiéu chuqén chon mau va
khong thudc tiéu chuan loai trir trong thoi gian nghién ctru. Nghién ctru tuyén chon dugc 22
doi tugng phu hop.
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- Noi dung nghién ctru:

+ Piac diém chung dbi tuong nghlen clru: tu01 tinh trang kinh nguyét (danh gia mén
kinh theo tiéu chuan cia NCCN), tién str gia dinh méc ung thu vi, dac diém diéu tri trude day.

+ Piac diém 1am sang, can 1am sang: Ly do nhép vién, sO vi tri di can (dya trén tiéu
chuan RECIST 1.1), tinh trang di can tang, chi s0 toan trang ECOG, CA15 — 3 ban dau, mot
sO ddc diém giai phau bénh.

+ Tim hiéu mot s6 yéu t6 lién quan dén tinh trang di cin tang.

- Phwong phap xir Iy s6 liéu: Phan mém thong ké y hoc SPSS 27.0.

- Dao dirc trong nghién ciru: Nghién ctru duge Hoi dong dao dirc trong nghién ciru
y sinh hoc ciia Truong Pai hoc Y Dugc Can Tho thong qua theo phiéu chap thuan sb
24.085.HV/PCT-HDDD ngay 28/6/2024.

III. KET QUA NGHIEN CUU

3.1. Pic diém chung doi tweng nghién ciru
Bang 1. Dic diém chung ddi tuong nghién ciru

Dic diém chung Tan s (n) Ty 1€ (%)
, 2. <60 17 77,3
Nhoém tudi =60 5 0.7
Tién sir gia dinh méc Khong 18 81,8
ung thu va Co 4 18,2
. . n Con kinh 17 77,3
Tinh trang kinh nguyét Man kinh 5 22.7
Tong 22 100,0

Nhan xét: Do tudi trung binh ciia ddi twong nghién ctru 1a 57,86 + 10,80 tudi, trong
d6 tubi nho nhat ghi nhan 1a 29 tudi va tudi 16n nhat 1a 72 tudi. Nhom tudi thuong gip nhat
1a < 60 chiém 77,3%, nhom tudi > 60 chiém ty 18 22,7%. Tién sir gia dinh c6 ngudi than
mic ung thu va chiém 18,2%. Phan 16n dbi twong nghién ctru van con kinh chiém 77,3%,
trong khi d6 nhom man kinh chi ¢6 22,7%.

Béng 2. Dic diém diéu tri trudc diy

Dic diém diéu tri trudc day Tan s (n) Ty 18 (%)

X an Co 12 54,5
Phau thuat Khong 10 45.5
Hoa i Co 16 72,7
oa Khong 6 273

. Co 8 36,4

Xatri Khong 14 63,6
N6 tidt Co 12 54,5
ortie Khong 10 45,5
Tong 22 100,0

Nhén xét: Trong s6 22 d6i tuong nghién ctru, hoa tri la phuong phap didu tri trude
day thudng gip nhit voi 16 truong hop (chlem 72,8%). Phéu thuat va diéu tri noi tiét c6 ty
1€ twong duong nhau véi nhom da dugce diéu tri chiém 54,5% va nhom chua diéu tri chiém
45,5%. Xa tri 1a phuong phap it dwoc sir dung nhat, v6i 8 truong hop da timg xa tri (chiém
36,4%), trong khi ¢6 nhom chua timg xa tri ¢6 14 truong hop (chiém 63,6%). Két qua cho
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thdy phan 16n ddi twong nghién ctru da duoc diéu tri bang héa tri trudce khi tham gia nghién
clru, trong khi ty 1€ sir dung xa tri thap hon so véi cac phuong phép dicu tri khac.

3.2. Pic diém lAm sang, cin lAm sang
Bang 3. Pic diém 1am sang

Dic diém l4m sang Tan s (n) Ty 18 (%)
Chi s toan trang 1 13 59,1
ECOG 2 9 40,9
U vu 9 40,9
Ly do nhap vién Pau nhuc 8 36,4
Kho thé 5 22,7
S6 vi tri di can ! 6 27,3
i >2 16 72,7
. . Khoéng 6 27,3

Tinh trang di can tang o 16 27

Tong 22 100,0

Nhan xét: Phan 16n bénh nhan trong nghién ctru c6 chi s6 toan trang ECOG 1a 1,
chiém ty 18 59,1% va ECOG 1a 2 chiém ty 1& 40,9%. Ly do nhap vién thudng gip 1a u vu,
chiém ty 18 cao nhit véi 40,9%, tiép theo 14 dau nhtrc véi 36,4%, khé thd chiém ty 1é thap
nhét véi 22,7%. Pa sb bénh nhan c6 nhiéu vi tri di can chiém ty 1€ 72,7%, trong khi s6 bénh
nhén ¢6 1 vi tri di can chi chiém 27,3%. Pa s6 bénh nhan ¢6 di can tang chiém 72,7%, con
lai 27,3% bénh nhan khong c6 di cén tang.

Béng 4. Dic diém cén 1am sang

Dic diém can lam sang Tan sb (n) Ty 1§ (%)
B A Khong tang (< 28 ng/ml) 1 4,5
CA15 -3 ban dau Tang (> 28ng/ml) 21 95,5
2 Aa Ong x4m nhap 22 100,0
Thé md benh hoc Tiéu thiy xam nhap 0 0,0
D6 md hoc boll 20 90,9
0 : Do 111 2 9,1
Tinh trang PR PR+ 15 68,2
(PR — thy thé progesterone) PR- 7 31,8
<15% 2 91
Chi sb phan bao Ki-67 16-30% 13 59,1
>30% 7 31,8
A o Long dng A 8 36,4
Phan nhém sinh hoc Long bng B 14 63.6
Tong 22 100,0

Nhan xét: Vé chi s6 CA15-3 ban dau, hiu hét bénh nhan tdng cao trén murc binh
thuong chiém 95,5%. V& thé mé bénh hoc, tat ca cac bénh nhan trong nghién ctru déu 1a thé
6ng xam nhap (100%). Vé d6 mé hoc, da sb 1a do II v6i 90,9%, chi ¢6 9,1% bénh nhan c6
d6 mé hoc 1a @6 III. Vé tinh trang PR, ty 1¢ bénh nhan c6 PR duong tinh chiém wu thé véi
68,2%, trong khi PR am tinh chiém 31,8%. Vé chi sb phan bao Ki-67, nhom chiém ty I¢ cao
nhét 13 tir 16-30% chiém 59,1%, tiép theo 1a nhom >30% chiém 31,8% va nhom <15%
chiém ty 1¢ thip nhat véi 9,1%. Da s6 thudc phan nhom sinh hoc 1ong dng B chiém 63,6%,
con lai 36,4% 1a nhom long dng A.
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3.3. Mt s6 yéu to lién quan

Bang 5. Mot s6 yéu t lién quan dén tinh trang di cin tang

L a2 Tinh trang di can tan, 2 OR
bic diem Co g Khon gg Tong (KTC 95%) p
2 <60 15 (882%) | 2(11,8%) | 17(77,3%) 10,67 .
Nhom tudi > 60 1200%) | 4(80.0%) | 5027%) | (147-1727) | %0
T;iél?hslflfl égcia Co 3(75,0%) | 1(250%) | 4(182%) 115 0708
ung thuvi | Khong | 13(72.2%) | 5(27.8%) | 18(81,8%) | (0.09-13.87) ’
D phau Cé 9(750%) | 3(25,0%) | 12(54,5%) 1,29
P 0,793
thuat Khong 7(70,0%) | 3(30,0%) | 10(455%) | (0,19 —8.43) ’
A 0 0 0
bahoa tri K}i";)ng 142((6765 ’700//0)) ; gig«f ; 166((2772 ’370//;) © 191’51O 1,53 | 069
5/ 70 5 o 5 /0 ) — )
- Co 5(62,5%) | 3(37,5%) | 8(36,4%) 0,46
baxa tr Khong | 11(78.6%) | 3 (21.4%) | 14(63.6%) | (0,06-3,09) | *H®
Da diéu tri Co 9(750%) | 3(25,0%) | 12(54,5%) 1,29 0.793
nodi tiét Khong 7(70,0%) | 3(30,0%) | 10(455%) | (0,19 —8.43) :
CA15-3 Tang 15 (71,4%) | 6(28,6%) | 21(95,5%) } 1,000
bandiu | Khong ting | 1(100,0%) | 0(0,0%) | 1(4,5%) :
Tinh trang PR+ 10 (66,7%) | 5(33,3%) | 15 (68,2%) 0,33 0.616
PR PR- 6(857%) | 1(143%) | 7G18%) | (0,03-3.57) :
Phannhém | Luminal A | 5(62,5%) | 3 (37,5%) | 8(36,4%) 2,20 0.624
sinhhoc | Luminal B | 11(78,6%) | 3 (21,4%) | 14(63,6%) | (0,32—14,97) ’

*Fisher’s Exact Test

Nhén xét: Ty 1¢ bénh nhan dudi 60 tudi co di can tang 1a 88,2% cao hon so véi
20,0% & nhém bénh nhan tir 60 tudi. Bénh nhan dudi 60 tudi c6 nguy co xuét hién di cin
tang cao gap khoang 10,67 1an so v6i bénh nhan tir 60 tudi trd 1én va sy khac biét nay c6
nghia thdng ké (p<0,05). Ty 1& bénh nhan c6 tién sir gia dinh méc ung thu vi c6 di cin tang
so v61 bénh nhan khong co6 tién sir nay 1a 75,0% va 72 ,2%, khong co su chénh Iéch rd rét.
Két qua phan tich méi lién quan gifta cac phuong phap diéu tri trude ddy va tinh trang di
cin tang cho thay khong ¢6 moi lién quan c6 y nghia thong ké (p > 0,05). Twong tu, dac
diém CA 15 — 3 ban dau, tinh trang PR va phan nhom sinh hoc ciing khéng ghi nhan mbi
lién quan c6 ¥ nghia thong ké véi tinh trang di cin tang.

IV. BAN LUAN
4.1. Pic diém chung ddi twong nghién ctru

D6 tudi trung binh trong nghién ctru cua ching t61 1a 51,86 + 10,80 tudi, trong déng
vo1 Lé Phong va Nguyén Hong Phong (2023) 1a 52,56 + 9,9 tudi va c6 thur tu ty 16 phan bo
nhom tudi twong tu tac gia Phan Thi Do Quyén va cong sy (2023) [6], [7]. Diéu nay co the
dugc giai thich do dac diém dich & ctia ung thu va noi chung thuong gap ¢ phu nir do tudi
tién man kinh va mén kinh, khi c6 sy thay d6i noi tiét trong co thé. Tuy nhién, khi xem xét
cu thé hon vé ty 1& nhém tudi > 60, nghién ciru cua ching toi thip hon (22,7%) so véi cac
nghién ctru khac nhu cua tac gia Nguyen Thi Hoa (2021) v6i 66,7% va nghién ctru cua Bong

Chi Kién (2019) v6i 46,7% [8], [9]. Su khac bi€t nay cd thé dugc giai thich boi dic diém
d6i twong nghién ctru. Cu thé, d6 tudi trung binh trong cac nghién ciru dugc so sanh cao hon
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s0 v&i nghién ctru cua chung t6i va c6 su hién dién cua bénh nhan ¢ giai doan sém. Ngoai
ra, ¢& mau khiém ton (n=22) ciing c6 thé anh hudng dén tinh dai dién cia két qua.

Ty 1¢ tién sir gia dinh mac ung thu v trong nghién ciru cia chung t6i 13 18,2%,
twrong dong voi Han Thi Bich Hop (2022) (16,7%) [10], dong thoi ndm trong khoang 13 —
20% dugc bao cdo trong nghién ctru cua Collaborative Group on Hormonal Factors in Breast
Cancer (2001) trén hon 58.000 bénh nhén cho thiy nguy co ting cao ¢ nhitng ngudi co6 me
hodc chi em gai méc bénh. Trén thé gidi, theo y van ciing ghi nhén tién sir gia dinh mac ung
thu va 14 yéu to nguy co quan trong [11]. Diédu nay cung cb thém tinh dai dién cua mau
nghién ciru va gop phan khang dinh vai tro cia yéu t6 gia dinh. Tuy nhién, do ¢& mau con
nho (n=22), can c6 nghién ctru 16n hon dé danh gia chinh xac mdi lién quan nay.

4.2. Pic diém 1am sang, cin 1dm sang

Vé 1am sang, ghi nhan 72,7% bénh nhan trong nghién ctru ctia chiing t6i ¢6 tir hai vi
tri di cin trd 1én, cao hon rd rét so voi Nguyén Thi Hoa (2021) (23,3%) [8] va B@)ng Chi
Kién (2019) (60%) [9]. Piéu nay c6 thé do bénh nhan dugc phat hién & giai doan mudn hon,
lam tang ganh nang bénh tat. Ty 1¢ di can tang trong nghién ctru cua ching t6i 1a 72,7%, cao
hon cua tac gia Nguyen Thi Hoa (29,0%) [8] va thap hon véi tac gia Dong Chi Kién (83,3%)
[9]. Theo y van, so lwong vi tri di can va tinh trang di can tang 1a yéu t6 tién luong x4u, lién
quan dén thoi gian sdng thém ngén hon va dap ung diéu tri kém hon so véi di cin xwong
hodc mé mém don thuan [12]. Két qua nay phan anh ganh ning bénh tit ning né & nhom
bénh nhan ung thu v tai phat di cin cé thu thé noi tiét duong tinh.

V& can lam sang, chung t61 ghi nhan 95,5% bénh nhan cé néng do CA15-3 tang cao
tai thoi diém chan doan phu hop véi vai trd theo ddi va phat hién sém bénh tai phat theo y
van nhung ty 1€ nay cao hon so vdi cac nghién ctru khac [8], [9]. Trong nghién clru cia
chung t6i, chi s6 phan bao Ki-67 chi yéu tap trung & mic 16 — 30% (59,1%) va > 30%
(31,8%), trong khi nhém < 15% chiém ty 1¢ thap (9, 1%). So sanh voi nghién ciru cua Lé
Phong va Nguyen Hong Phong (2023) va Phan Thi D4 Quyén (2023) déu ghi nhan nhém
<15% chiém wu thé voi ty 18 1an luot 13 46,4% va 39% [6], [7]. Su khac biét nay c6 thé do
¢& mau nho (n = 22) chwa phan anh day du tinh da dang va ddi twong nghién ctru ctia chung
t6i 14 bénh nhan tai phat di can va thé mo bénh hoc chu yéu 1 luminal B chiém 63,6%, trong
khi nghién ctru ctia tic gia trén bao gdm quan thé rong hon va c6 thé & giai doan sém.

Nhin chung, cac dic diém 1am sang va can lam sang trén gop phan cing ¢ nhan
dinh ring ung thu vu giai doan tai phat, di can c6 thu thé noi tiét duong tinh thuong b1eu
hién dic diém sinh hoc manh hon, c6 thé lién quan dén tién lwong dé dat hon va nhu cau
phdi hop diéu tri tich cuc hon.

4.3. Mot s6 yéu to lién quan

Phan tich thim do cho thiy nhém < 60 tudi co ty 1¢ di cin tang cao hon dang ké so
v6i nhom > 60 tudi (88,2% so vai 20,0%), v6i nguy co di cin tang cao gap 10,67 lan
(OR=10,67; KTC 95%: 1,472-77,277; p=0,009). Phat hién nay phu hop véiy van thé gi6i
khi nhiéu nghién ctru da ghi nhan méi lién quan gilia tu01 tré va nguy co di can tang. Nghién
ctru cua Lin Hui va cong sur (2021) cling chi ra rang tudi dudi 35 1a yéu td nguy co doc lap
lam giam thoi gian song khong di can tang (HR=3,337; p<0,001) [13]. Tuy nhién do c& mau
con han ché (n = 22) tai thoi diém phan tich, két qua mang tinh tham do va can duoc xac
nhén trén nghién ctru c6 quy mo 16n hon.

Khi xem xét cac yéu t6 khac, chiing t6i chwa ghi nhan méi lién quan c6 y nghia thong
ké giita tién sir gia dinh méc ung thu vii hay phuong phap diéu tri trudc d6 (phau thuat, hoa
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tri, xa tri, noi tiét) v6i tinh trang di can tang (p>0,05). Diéu nay goiy réng yéu t sinh hoc
khéi u va tudi bénh nhén c6 thé dong vai trd quan trong hon trong nguy co di cin tang &
nhém ung thu v tai phat, di cin c6 thu thé noi tiét duong tinh. Twong tu, dic diém CA 15
— 3 ban dau, tinh trang PR hay phén nhom sinh hoc ciing khéng ghi nhan méi lién quan co
¥ nghia thong ké vai tinh trang di can tang, didu nay co thé do ddc diém cua dbi tuong
nghién ctru thudc giai doan tai phat di cin, cling nhu ¢& mau con han ché lam giam kha nang
phat hién sy khéc biét gilta cac nhom.

V.KET LUAN

Phan 16n bénh nhéan ung thu va tai phat, di can c6 thy thé ndi tiét dwong tinh c6 chi
s6 CA 15-3 tang goi y dic diém sinh hoc u hoat dong manh va do tudi dudi 60 co thé lién
quan v6i tinh trang di cin tang. Nhin chung, ung thu vi giai doan tai phat di can c¢6 thy thé
noi tiét duong tinh c6 dac diém sinh hoc tién trién manh va ganh nang bénh tat cao, doi hdi
chién luvoc diéu tri tich cuc va ca thé hoa.
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